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FDA approves Kytril for the prevention and treatment of post-operative nausea and
vomiting. Studies show Kytril significantly more effective than Placebo.

Rache announced today that the U.S. Food and Drug Administration (FDA) granted
approval of its antiemetic, Kytril® [njection (granisetron hydrachloride) for both the
prevention and treatment of post-operative nausea and vomiting (PONV). When used
for prevention, Kytril is given just before or during surgery to prevent PONV from
occurring. In the case of treatment, Kytril is given to a patient who experiences PONV
after surgery is completed. This approval was based on randomized, double blind
clinical trals.

PONV Prevention '
Kytril Injection was evaluated in two randomized, double blind, placebo-controlled
studles in patients who underwent gynecological surgery or cholecystectomy and

received a single intravenous dose of Kytril Injection (0.1, 1 or 3 mg) or placebo five
minutes before induction of anesthesia. [n another study, patients between the ages
of 21 and 64 received a single intravenous dose of Kytril Injection (1 or 3 mg) or
placebo immediately before the reversal of anesthesia. In both studies, Kytril Injectio

(1 mg) was significantly more effective (p<0.001) than placebo in preventing PH@@ESSED

postoperative nausea and vomiting.

THOMSON
FINANGIAL

T A 302012
PONV Treatment

Kytril Injection was evaluated in two randomized, double blind, placebo-controlled
studies of adult surgical patients who received general anesthesia and no
prophylactic antiemetic treatment, and who experienced nausea and vomiting within
four hours after surgery. |n one study, patients between the ages of 18 and 86
received a single intravenous dose of Kytril Injection (0.1mg, 1mg or 3 mg) or placebo
after experiencing postoperative vomiting or severe nausea. This study showed that
Kytril Injection given at 0.1mg, 1mg and 3 mg doses were significantly more effective
(p<0.001) than placebo in preventing further episodes of nausea and vomiting.
Furthermare, this study demonstrated efficacy at both time intervals of 0 to 6 hours
and 0 to 24 hours for the treatment of PONV.

The recommended dose of Kytril for prevention and treatment of post operative

nausea and vomiting is 1 mg. The most common adverse events reported in the
postoperative nausea and vomiting trials included palin, headache and fever.

IRE: Ay
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"The results of these studies are important becsuse there is a need for alternative
theraples for PONV," states Dr. T. J. Gan, Associate Professar, Director, Clinical

~ Research, Department of Anesthesiology, Duke University Medical Center. Dr. Gan

went on to explain that patients who fail treatment with other antiemetics are
subjected to extended and unnecessary periods of nausea and vomiting, which can
be severe and debilitating. These patients may be successfully managed with Kytril.

Post-Opsrative Nausea and Vomiting

Between 30 and 50 percent of patients experience PONV. The actual risk of PONV
can depend on various factors including gender, age, previous history.of PONV,
motion sickness, smoking status, other medical conditions, length of surgery, surgical
slte, degree and extent of surgical pain, opioid and anesthesia use. Medications used
to treat PONV are given after surgery when the patient begins to experience nausea
and/or vomiting. ~ ‘

Kytril Injection is Indicated for the prevention and treatment of PONV. As with other
antiemetics, routine prophylaxis is not recommended In patients for whom there is
little expectation that nausea and/or vomiting will occur postoperatively. In patients
where nausea and vomlting must be avoided, Kytril Injection is recommended even
where the Incidence of postoperative nausea and vomiting is low.

About Kytril ,

Kytril is a selective blocking agent of the serotonin 5-HT3 receptor. Studies have
indicated that this serotonin receptor is an important link in nausea and vomiting
assoclated with chemotherapy and radiation therapy. Serotonin is believed to act on
the vagus nerve to trigger nausea and vomiting. Kytril blocks receptors on the vagus
nerve, thereby reducing and sometimes eliminating patient nausea and vomiting.
Kytril can cause headache, constipation, weakness, drowsiness or diarrhea. As with
any cancer therapy, there is a risk of side effects. Those observed with the use of
Kytril are usually manageable and reversible with dose modiflcation or Interruption.

The FDA first approved Kytril injection in December 1993 for chemotherapy-induced
nausea and vomiting. Kytril oral tablets were approved in July 1999, for use in
radiation therapy-induced nausea and vomiting. This [atest approval greatly expands
the number of patients who will benefit frorn Kytril. More information is available at
www.kytril.com

About Roche

Headquartered in Basel, Switzerland, Roche Is one of the world's leading research-
oriented healthcare groups in the fields of pharmaceuticals, dlagnostics and vitamins.
Rache's products and services address prevention, diagnosis and treatment of
diseases, thus enhancing well-being and quality of life. For more information, access
www.roche.com.
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